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Max-Delbruck-CemerfbrMolecularMedicine,Bellin,Germany
TransientlyactivatedlKBkinaseS(KK)andNF-KBtranscriptionfactorsarecentral
regulatorsofimmuneresponsesanddifferentiation.Howeverlundervariouspathological
conditions,aberrampersistemactivation,refiactorytononnalhomeostaticcontrols,
contributestodiseaseprogression.NF-KBproteinsprovideabroadpathogeneticpotential,
basedonthediverseprocessescontrolled.Subgroupsoflymphoma,suchasHodgkin's
lymphoma(II)andotherneoplasticdiseasesrevealconstimtiveactivationofNF-KBandof
thelKBkinase(KK)Complex.Activationinvolvestheclassicalp65-p50heteromer,aswell
astheplOONF-KB-precursorpathway.ConstimtivelyactivatedNF-KBresultsinresistanceto
apoptosis,enhancedGl-Sphaseprogressionandmmorigenicity,Agenome-wide
idemificationofNF-KBregulatedgenesinlymphomacellswithconstimtiveactivationandin
lipopolysaccharidestimulatedcellsbyhighdensitymicroalTayshasbeenundertakento
dissectKKandNF-KBdependentpro-oncogenicandinnateimmuneresponsegenenetworks.
InadditiontoKK/NF-KB,HLmmorcellsbearaMAPkinaseindependemsuperactivationof
transcriptionfactorAP-1(c-Jun/JUnB),whichdistinguishesclassicalHodgkin'sdiseasefiPom
otherBorTcellmalignancies.AP-lsupportscellcycleprogressionandcooperateswithNF-
KBtoco-stimulateexpressionofcyclinD2andthelymphocytehomingreceptorCCR7.
ThesedatasuggestanimportantrolefbracooperationbetweenKK/NF-KBandAP-lin
Hodgkinlymphomapathogenesis.
ConstimtiveactivationoflKK/NF-KB,butnotofAP-linHLcellsisabrogatedbydrugs
whichinhibitHsp90.ThischaperoneHsp90isgenerallyreqUiredfbrbothconstitutiveand
induciblelKKandNF-KBactivityandcomrolsKKsattwolevels,inducibilityofenzymatic
activityandbiogenesis.FulthermodesofphannacologicalinterferenCewillbediscussed.
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